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1 ] TIB ( a ) i 5ti± ( b ) tlEttc7)DNA. 
( a ) le^iJS-f- : 1 tCiaKi^JigSiE?iJcOCTGATTCACS:# 

( b ) iE^J#^ : 1 tC|Ba<7)JgaiaM<50aGATTCAC^-§- 

[ if 3 ] if 1 tilBWcODNA^ ^tfte^MWfl 
[ 4 ] IliRJB 1 ClBttWDNAicSS^^ § -ft^^Sg 

$ -tirs ( b ) mmAtm^it-^mt(^^^-^^m 

t it^^a 5 ] tmm 1 iciat!E«DNA(css^t- ^ ^b-^sit 
cox^ 'j-^y^:^T'^)-?T . ( a ) m^k^wmt 

^^MS^^-S.I@. ( b > iSDNAi:fStm'ft-&!f53i: 

co*s-&^i^ai-rsxs, ( c ) tmrntm^-thit-^m 
s.{a;~-r^k^^«^?i;*^i?«^s*ai-c-fc -> r . ( a ) m 

1^^t-^l^!l^#tf|pt|Jfi^*aT. MDNAi;AP-l&JiM§-ii: 

-s-xg, ( b ) mPMbmpp-itcom-^^mta-t^T. 

DNA i; f SAP-1 1 <7)|S^ t it^-T S ^ t i D - ItWL^ 
[ 7 ] M^JB 1 IClBtfecODNA t AP-1 1 

mm^t^m^^t^mmcD^^T, i^dna t ap-i 

■lirl.Xg. ( b ) m)Mbmi^lt<nm^imiii-t?>T. 

( c ) is^s-^^. mmit-irmc'iim^r iziiif MS. 

dna t fSAP-i h co^^ t ymt^ ^ t J: 0 . I^^^b^ 

mc^m^'kwm-thJM. ( d ) iSDNA t iSAP-i t c^m 

[ if *IR 8 ] imm 1 tc|B«cODNA« TSEtlStgWt^ 

mim9'[ ^mmt^zm^^wMit-^mii^^m 
m^h:fimxh->x. ( a ) wmt-^m^^tsmmcn^ 

ffiT, if5l?Il8t3iaa^0DNA^^J|§-ti:SX^. (b) 

K^^^ai-t-&xs. ( c ) m.^^. SMb^t^jco 
[11^31 1 0 ] ^^im'kmm-thit-M^^x^ u- 



( b ) m.%m^mi!ithJM. ( c ) m.^^. wm: 

■^mc^m^i£r\,zi6n^ mim s \>ztm<fmk(^Mm t 

itmm 1 1 ] tmm 5 , ? , ^/cji i o tiEfjcT)*- 
[11*11 1 2 ] mmn i tciEai^DNA^^ssjjSt^^ t ^ 
[ 11*31 1 3 ] mGsimmi^c7)^^mm<iX'$> «. . n 

*3ll 1 2tC|atgc7)|K^iiiff^lJ, 

[if 1 4 ] if 5 . 7 . ttziiio izim^:fj 

'mzx*)mtfi^tid^ it-^mh h \ i tiEtto 

[0001] 
[0002] 

mmf^m--th i^9'-fMzx 'omml,zmm^fLXv^h . 
^-^x.m^ (^mmMx^mmzmfi \^x\^h ^ 

[0003] :^^y^^J>, (mesangium) 

co%m'Sim<7)'m^^\:-3^zimL. #/J^^^ isv-^tt 

TV^|>fflJia (;>{^f>-^"'>Aiffl!S : mesangial cell) t3 
(;<-9'>'^''>ASM : mesangial matrix) -fy^h 

mm^tLX\>^i, 

[0004] ::=<-^y^^j^mmii. K^fmcommti^ 
x/mm(^mmz^'m^j:m^\^^fz Lx^-^^^btm^ 
itxtiK). tfz. ^imK3^-^^imm^m^j:b'<7m$ 
im&(7)^mizioi-fh±w^wmxhhb^t ^iix\^ 

■mc'mmb^'r>x\'-^h. mnt. .x-^y^^yM.mmcom 
^^m^(7)^mi^mmt:^^t.^.^i,z^mi^m^m^i,rz 

i^-tM^COMMb-^tlX^^^h [D.Schlondorff, Kidney 
Int., 49, 1583-1585 (1996): R.B. Sterzel and H.D. 
Rupprecht, Glomerular mesangial cells. In: Neilso 
n, E.G. Couser, W.G. eds. , "Immunologic Renal Disc 
ases", Philadelphia: Lippincott-Raven, pp595-626 

(1997)]. ^-^T, :>i^y^^M,mMxmmmiz^mi. 
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[ 0 0 0 5 ] t .r -^mmit. ±mmmm$m 

^^SrmstL. ^cn^mm¥\'km.'&i.fz. -eur. megs 
^>5:-?>fTa®aw (bNMEGsiN) mm^m'&hrz. $ 

Swiss Prot-f— :^2rfflV^t:FASTATni?"7 

MEGSIN;?)^, SERPIN ( -fe U yr nr-T— ^r'-f y t b":5'- ) 
y?,— ^N"— 7t S 'J— [R. Carrell et al., Trends Bioc 
hem. Sci., 10,20 (1985); R. Carrell et al . , Cold S 
pring Harbor Symp. Quant. Biol., 52, 527 (1987); 
E. K. Q. Kruithof et al . , Blood, 86, 4007 (1995); 
J. Potempa et al., J. Biol. Chem. , 269. 15957 (199 
4); E. Remold-O'Donnell, FEBSLett., 315, 105 (199 
3)] \,zmthm.&m.X'hh:it^^^Ltz [T. Miyata 
etal., J. Clin. Invest., 120, 828-836 (1998) ; hD99 
/15652] , 

[0006] b bMEGsiNts. b hi«^ifflfla, ^mwm 

^''yMmx-mzm < ix (fiii*> . b fmegsin 
m&^commi^^y^'y^mmiz!^m\t&^^^} « 

^«iSfttt»3Sm#fci3 V ^X MEGSI N*>:g-«fcf6ii*:d^"^ 
[D. Suzuki et al., J. Am. Soc. Nephrol. 10, 260 
6-2613 (1999) ; WOOO/57189] « tfz. y -y h^m\'^fz;>< 

'*ry^^i.mm^^mi^^i}i'ty'Mzti v . r comi^ 

f-(n^mAcr)±^timi^hflfz (WOOl/48019) , ^fc, 
MEGSlNcT) h^y:^ -J3^—-y ^ V^XTii . )^^y^^.K 
«^±#:ht-|.*0fl^r«tiM. ^^y^^i.m9.(^ 

(^^^mnMmi^hit. mmwi^^y^'^^'mm^ 

W^m'ik<rmm:m^h^):.-h^i:,. MEGSINafE^(50?&3l 

(TyKMifi. ^^y^^2^mw^^m?mmznw.\^x\^ 

hb^X.^tlh (WOOl/24628) . 
[0007] ZCDJ: o iz^ MEGSlNXe^O^igti, 

,^izm <m^Lx\-^h '^mm^h i. - 1 ^> . megsin® 

&^c^mmmmmc^mm^m^McL. b fMEGsiNc?) 
^i^mzi5ifhmmcomm'^^(o^mizi'>xB\^m^ 
§a^a&i4^M^i:^io^»f. imjz^m^m:^mm 

mmmm. f^^^-^im^^y^^M^mm^zmmmi^zm 

[0008] — ^r. b hMEGSlN^iJR-r'SSERPINX— 



[K. Suzuki et al., Tanpakushitsu Kakusan Koso, 3 
4. 949-962 (1989)] ^S^fe#:jlfE^^SittcS'5V ^Tft 
M^tlfzM'i[:J^WM [J. J. Bao et al., Biochem., 2 
6, 7755 (1987)] COMW^OSSJft, SERPINX-^n-^ r 5 

u-ti, m^(7ymmwmmmt t i,t,z5oo7i^&.±t,zh 

MEGsiNmfs^fi. ^m.w^^^y^^M.mMizmmm 
iz^^h i: v% 3 !^x'm!bxwmrch h . 
[00 09] ttzm&. ^-tyi'^y^^)V'^mimi,zmh 
hmorf-tK mm^zmmmzm^-th ^ t tm^^tcz 

(S. J. Lolait et al.. Nature, 357, 336-339 (1 
992); Y. Kanai et al . , J. Clin. Invest., 93, 397-4 
04 (1994); S. Uchida et al., J. Biol. Chem., 268, 
3821-3824 (1993); S. Adachi et al., J. Biol. Che 
m. , 269, 17677-17683(1994); K. Fushimi et al.. Nat 
ure, 361, 549-552 (1993); G. Garaba et al. , J. Bio 
1. Chem., 269, 17713-17722 (1994)], t;6^L^r*>^>. 

:ifih<7^m\iif<it. ^wmi^mm^zmiLLxti^ . * 
nw:^^y^'yj^mmx'\i^Lx\^ts:\^. tae-p-c. me 

GSINjife^cOiE¥MfflliEMfcJ;t'^MEGSlNSfE^=-S0«K¥(3 

^£mB^%mmmf.zm-thmm^j:mm.i%h z t t^x^ 

^ t^\<z^<7)i.o{zLxn^ixfz'mmii. %^m.m^ 
"^mirf-mxi^zanhmmmmz i^mm-th ; t t^x^ 
h. 

[0010] *^aH^^>{i. ifl.tT'(3MEGSIN®e^tfO 

lE'?lfH46.'S*-^>-^cO±JjiiJ«*^-1.2kbpO#3fic7)SK^vgtt 
\,zmh h DNAffi^iJ tCOl -^Xm^ LX\-^h ( WOOO/4352 
8) . Lt)'L^j:t^(:>. ^^BJtcjsv^-CMEGSINjlfE^-iOT' 

xi^-9-mm^f.z^di^^ixtzmm.'mmf.zm^L 
xv^htm±<^m.^ixx\-^^£\-^. 

[0011] 
[0012] 

mm^mm-htz^<7i^m *^BH#^>{iMEGsiNafe 

T<7y9mmtmmimm'thfz^i,z., ^tit x^m^ti 

X\^-^J:t^^fzWL^mm\i,'f-cr)±jifi. (5'W) *^ 4.0 kb^ 

■^t^y y j>.\imcrmmmn^Wz\,zyiM Ltz, t.fz^^ 

HJ^ibJi. it«bbyHfy^'>A«3&^^>lffl«L;^mRNA 

GsiN vmmm^'^mk^^'iji.^Lfz. T^-fv-x^x 
"ryi^symii. mM-wm^.i^y\k^z^L. 

rfx S RNA t fflif tt ^ Wo j; 3 ^r-2p;i|'DNA^ T 7 -f V- ^ 
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it. 

[0013] m^^tifzei^mihAco±.m)S5hpcDmiL 

tJir n^— ^— ISMT-A ^ TATA;fC X ( TATA box ) 

iEtcSiJffl)t--g>iE^iJ:^)^'ffft-r-S. ^ t t*6?t. 
[0014] l6^$iJ«tcM^^Sia?iJ^ $ ^>tcf¥*ffltc|5l 
^•ttfzib. -179— +130;&^(i>-72— +130<7)raT10 bpM^^ 
tCMEGSI NTn ^ — ^' -WM Sr -^t^ P ^' -ll^t^ ^ # 
ML, ^^Ote^vStt^M^t^^feS, -121-+130t-99 

'-+mcomTmmimmm-t^ ^ t j^^^^pj l^c » -121 

— 99c0^c0^f— 7Sr1^Lf^t AP-K oct-1, 

Brn-2/TCF-ll ^tC]tXr3TC0i2^iJj;?iM':?*»-:>fCo SIS 
le^fJSr-t-tJJSfflE^iJ 55bp (-85 — 139) 2rX*S-li:7t3 

55 bp^X'k^'^fz::jyXhy^ h ( -85 — 139^^«^ 

m x'i±mimmi/^±i^zmTtfz, 

[0 0 15] ZcoEMfpiZ^i.tLlM'-l^ oct-1. tfz 

fi TCF-11 <^diom^mmzim^n-yMm^m^^^ 

fzHb-, ,AP-1, oct-U TCF-11 c7)^^x-e-fLC0^M 

Itl^tit. ^COIS*, oct-lS^-^yb-riilK^vStt 
fc^y&^M ^>^i=5r V ic7)tcjbt L . AP-1 5 A - y b Tiif^? 

50%cr,^mm(Oi&T:^-n.^tifz. ^^iZ^ AP-llS-^^ 

mmc^mM^'^ ob. ^^-^y^b mmizm'mmm- 

mo?4i&r^ ^zb mm Ltz. zc7)Xd iz^mm^ ^ 

{i. h hmGSimi^l'(^^^miijj^ti'(^±.ifL-l20 — 112 

iZ^-t^kP-M-^Mm CTGATTCAC S-^ODNAfife^S 

m^sEizmmt^ tzmzmm^j:mmi^ txis'j. b b 

mGSiHmi^commmmiz:^Mm:mi^^fz-t:i b * 

mmLfz. 

[0016] a±CD2: d iZ^?m^i>>l±. MEGSINSfe^ 

cr>y"n=e~i^ -mmizti V ^x mimmizm^-th mti^ 

DNAia^iJ Sr [Bl^-t -Sit Rgr^ L . ; c^im ^faDNA 

^m.b^j:h. t.fz. iiODNAislK^ia^-ttOlS^SriiSS 
•tS^b^t^OXi? U-->';J'"SraLT. MEGSINJtfsT^ 

tC. MEGSINa^Ei^c^)?&^g^7)Jl:31^i>t^fy^■'^A«^i5I 



tttOS^J£^?|g'*Bit-<ri;>t)^"*D^>tl.Tfc'3, MEGSIN^O^ 

ss^wM-r s ' hmumm%f.zn~th mmb 

Lxmmmm^mxh., 

[0017] :^wmiMMmtmm^-^tsmM5i.v^^ 

mm^zML. i ( 1 ) TIE ( a ) 43t(± 

( b ) tClBttfODNA. ( a ) iEM#-^ : 1 tClEttcOJSa 

iS?iJir)CTGATTCAC*^ti>:'i'-^:< t i^lSiS^cOjiMLfviiS 

Me^ij*#tr*«i§#i^cDNA. ( b ) mmm^ ■. i tcie 

ilE^0JSMa?lJ{7)CTGATTCAC^-g-tfiI'^^< i; tlSSSiOiS 

m Lfzummmza \^x. iscTGATTCAcj-:Jii'h«^i * tzum. 

m.<r)i^m^mm. x^. tiXt//tfzimxLfz^ms, 
n i -^tyM^m^tLfzmkxh X , Ik^ ^iEtsij»^ h 
^stt^w-T'SDNA, ( 2 ) ( 1 ) \.zw<rmk^mmm 

( 3 ) ( 1 ) t:l&t!jc?)DNA$:-irti-|K¥»iJffllfI«A^^>, QG 
ATTCACK^iJ SrXM^-yrSX^^'i-O. K^Sr mccSiJffl-T 
h-^m. ( 4 ) ( 1 ) tCia«ODNAt:iS-^-r-&'ft-^!|!^tfO 

^m:^3aiT-s>'?-c. (a) mm^\m.\t^^^bm%^ 
^■sxg. ( b ) mMkb%mmc^'!^beM^^m^ 

•thiM. ( 5 ) ( 1 ) \zim.<rmk\z^ 

^■^h\t-^m<^7.^ U -->'J>^:fr&T'*)'5'C, ( a ) M 

DNAStmit^tf^tftSisSitSiS, ( b ) mmkbW^ 
mY.-^mbo^^-^^^^^hJLm. ( c ) mmb^-^ 
■th\Y.'^m^mm-h:m. ^^ts-m.. ( 6 ) ( d 

CcEKc7)DNAi; AP-l t <50lS-^tC,S.{J-r{t:-^sri5i7)«S« SrfF 

«t-.g.:'ra^T-*)'>T. ( a ) M^^-ft-^Jt^^-^tfiit^^t^* 

ffiT. fSDNAtAP-lS:»MS-ti:-I.Xg, ( b ) ISDNAtM 
AP-ltcOSS-^^l^ttit- I.Xg. ( c ) m^-^-k. WM'C 
^m<n1i'm^\Zii tt h ISDNA t ISAP-l b COIS^ t JrbK 

^tium. (7) ( 1 ) izimmMbkp-ibcoi^-^^ 
mn-thit-^<7)xi:^v--y^:ifmx'h'^x. (a) 

SI^-fC^If^^^tPM^^CO^ftT, IgDNAhAP-l^ffiMS 
^i:SXg, (b) |SDNAi:i^AP-li:c75j£-^^^ai-rSX 

( c ) m^^i. mk^\:-^<^im^rizis»^m 

mkb iSAP-i t c^)m^b}m^6 i h j: D , S^-fl:-^ 

i^c^s^j*^ rFW^^xs, ( d ) mmbim-i b «is 

( 8 ) ( 1 ) tClE««7)DNA(7)TiItCffifgWtcaf5^ 

m^tifzm^mtmk, i g > $K'?^se^^si^'^«^■^l: 
^m<7m^ * fffffit- s -yx. ( a ) te wk-^i!) 
&-irtfismi?i£T, (8) izim(Ddm^?im^^6 
TM. ( b ) m^^mm-r^Jim. ( c ) iss^^ . 
mm^t-^^c^^^^riziiif:^ i s ) tcieac^DNAo^ 
Mbim-t^ zbiz^K). mmit^m<^m^i:mm'th 
x@. ^-g-tf:trffi. (10) m^'is^irmm-t^^t-^ 
')-=~yy'^h-Hmxh'yx. ( a ) M^-fc-^iriii 

^^tf|EeWtfO#itT, (8) ^^le««DNA^||iI$^i■S 

TM. i b ) fSfPi*^*ait--i.xg, ( c ) mmmi. 
mm^t-^'mcD^^^ri,zt5if:^ ( s ) tia«oDNA<Jo% 
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^•irti-^S. (11) ( 5 ) . ( 7 ) . tfzli (10) 

(12) (1 ) (ciBaioDNA^*s&figi)-tt--g.iE^ 
mtmi. (13) mGsimm^c^mi'^mm'ix'h^. 

(11) t.tzi±( 12} izmm^Tym^mnmL ( 1 4 ) 

( 5 ) , ( 7 ) . tmi (10) tcietlco:^ffitcJ; KiM 

[0018] 

[^Bgc7)^}4c7)J^ffi] :^^0J{±, HciSi^c^ 
TCAC (E^iJS-^: 2) ^^t^DNA^ffifft^S. *%9J!« 

[0019] *^BJc7)DNA(i. ^M<7)DNAi f^{i-&lig;DNA 
T-t5-3Tj;Vii» ^l^c^DNAti. ^Jx.{i'MEGSIN cDNA^T^cfi 
MEGSI NSfE^ <7)±«K|lM«<7)^^- y ADNABf fr^r i:' ^ Tn- 

A:i)>A., c^Vi^DNA^^^'^y-^OX^ U-^V^lcj; 0 
)?Tf#-r-g.<ri:5i)^T-S-l.« S/C. MEGSIN cdNAt fzltyy 
ADNAC0iB5iJSr*t3f^^L:^T7-f V-SfM LTb h 
^fi!lc7)tti!fiiO^^V-i.DNA^«St*^ U ;<^~^7imMi£' 

(PGR) D#St-r-g>^h^>f§.|.„ DNAi? 

>i-43tC#ft-ri>MEGSIN®fEl^i3 J; X/^cr>±^lmmcOlM^ 
It. #M¥6-181767-^<Kj#^^ifc (The Journa 

1 of Immunology 155, 2477-2486 (1995); Proc. Natl. 

Acad. Sci. USA 92 , 3561-3565 (1995)) l,Z^->XMn 

7t^T^^"4 Kffi [Mattencci, M.D. &; Caruthers. M. H. 
J., Am. Chem. Soc. 103. 3185 (1981)] , tfzltyt^X 
yr-i h • hUJ^.X7^;PjS [Hunkapiller, M. et al.. 
Nature 310, 105 (1984)] ^c?)1Si§<?)-fk^AlS;S:fflV'>l, 

'n^Mz'^'oxm&th i t ffix% h . 

WMiza V ^TDNAtc{± , — 2^^*DNAij i W~^m)mi}^-t 

til.^. -t^hib^^mit. ±fBCTGATTCAC^-i-tjf-3|s 

6, -^smm. w^K"HaigDNAfMtcj;i>iK^¥^Piw 
it^c7)im{miz-:^mM-^i^ Lx\^xhx^\ 



mmmmi. M-iH'3000.5r:;'i^:t-f Kiar, ifS l < 

{±1000^ ^ KtJlT. i DifaL<{±500Jf 7^::t 

^ b'lJlT. § ^5 t < 200iJ 1^^^ 

[00 20 ] if.%mmkh LT{±, f^JtH'^M^JtclB 
i t b MEGSI Nme^iO -4021~+13 
0. -2542— +130. -1874—+130. -1451— +130, -1052— + 

130, -834— +130, -504— +130, t.fz\i -240— +130<?)JS 

sr+1, -eoiafrc^iss^-it t/^fSB^^f ; wmm 

,^) . ^ 7^-179— +130, -169— +130, -159— +130, -149 
— +130, -139— +130, -129— +130, t^cfi -121— +130 

<50DNAt LTJi:, MEGSI Nilg^iOK^ra4^**^^5T^tfO 

J; 3^DNA(i, ^com.m'^t.fzli.X'LmzimLtz^'^ 

^-■y Yh^^^^h^xy\fic?mmf(7M^mm-th 

fzMz-^mX'hh, ifz. icoi d^SrDNAa^g^H^ 

BjODNAi; LT<±, L< Jit hMEGSINag^iO -101 
— +86tT-c^JSSffiM^#^*v\ J;OI?SL<(i -103 

— +86^t-<7)iiSiEM§r#i^:v->, iDifS L<ii -105 
— +864 T-(7)i^MB?iJ^ #4^:1. \ J;DS4L<ii: -107 
-+864T-«0S»iS?iJ&#4^v\ J;'9*f4U<tt -109 

— +864 T^OigSiS^lJ^ -^4 ^ ViDNA:i&>'W^>^ll. o 

[00 2 1 ] 4/i, M;i«f*^BJ!c7)DNA{i:, CTGATTCAC 
(le^lJ*-^: 2) ^#tfDNAT-^b-:>T, Mm^^ : 1 iZ 

imc^mmMimn^m^t:. 392ms (-io2;Sk^ii 

cr,mmt fz UWiim^ ^^j:hSm^Kfz MM:,--^ 4 ti 
-g.. $f>tSf4L<(i, 3|5:^0)!(7)DNAJi , CTGATTCAClfi^iJ 

^■^mmx'h-^x. mmn-. \^zum<nismm^ 

<?5 1#B;&^^>3919#a (-104) 4T-, j;0if4L<«il 
Sg;6^J^3917SS (-106) 4T-, j;D*f4L<«l#S 
:0^^>3915#S (-108) 4f, J;''Jif4L<ttl#S35)>^> 
3913#B (-110) 4T<7)Jg*iE^Jt7)iJ'^^< i; i)15iS*<7) 

31ML:^^:^S@a?[J;0-^;.^--§.*K$ii;tDNAT*-S. o ttz 

[00 22] tfz^%m\i. rnrn^n ■. 1 {ztm<^mM 

ia?'J4^cOCTGATTCACSr#tf::J'--^< t iolbiMMcTiW^Ltz 
Jg«iB?lJtfe V^T , KCTGATTCACmi-<7)l4 ?t iil^tfOiS 

m^mm, x^. m:wtfzimxLfztmm^<ii-t 
tsrnm^ ivtzdmx^ -5 X , is^^ IE t s ^ 

^-thmk^m^-t^o iiOid^rDNAt tTii, ^J;c 
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^ 6 uMvh -J T . ^^^lEizmm-tt ffi'K Sr fl-r s dna 

nRi^sOBfli-Sr-t-tfDNAfi. -e<7)Tn^-:?-M^c7)CTGAT 

TCAaMi'h^^gPijH- 1 ^5^:(±«ifcS0Jg^^g^, tfA, a 

^Stt^Wf SDNA{i:*:^HBc7)DNAt#ifLS , 

MmmiZi3\-^X^ b bMEGSINjie^^(7)7°a^ 
-t+iiOCTGATTCACjfiff tea-r ^oct-lSS-^ie^iJ SrSi 

ti^Lfz. ttz. te^ffli&^icMLT -4021 — 121t 

x'(DmmcomA^x^^-^x h . rn'mismz^M^xim 
m. x^. Bxt//tfzimA^i>imcomii, m'sm 

ixS, ffi5IJ#^: 1 fclBttcOJeaffi^JCOCTGATTCACSr-^ 

tf 1 5t^mt^ i^^^mmifz iimc^iM.mMm 41 ^ v ^ t 

§ ^> tclff 1 1 < {i3JSSJJlT, $ ^ tc» t L < «J2iSS. 

[0023] ^^mc^^m±. mmht ig-^ 1 1 1 ^-r 4 

■^cOTa^— i^'— IS^Jj&i-^t^xl., tfz. 3(s:^aH<7)DNA 

^OTSfL (CTGATTCAC^#ti'iSc?33'fM) cOSk^«J«(C. S 

ew^ 3- K-r -1. DNA^ f^oae^ Srii^s-r 1. <r t a^x- 

S-S. ^Z::, ^WMCODMI^^ CTGATTCACSrItiScne— ^ 
tfDNA*i#^ix§. flJi.{fCTGATTCAC^23t-. 33 b° 

tfzli^ixa±.-^^XXK\ 
[0024] 3js:^BJ<7)DNA{i, ^c?)DNAtJS-&-r.g>'fl:-^!fl!l 

imm^hfzmzmm-t^ z t t-x^ t . *^BH(i. * 

fgHJODNAtCte^-t S ^ti^m $:miii-t6JjmXh'yX. 

( a ) mmt-^m^^tsmm^^^mcomhizmm^^ 

isiV ( b ) m)mtmit-^^^b<7)^^imiii 

-t^jim. i^ts:mi,zm-ti>. tf^. z<7)mtiiijm^ 

-y^-thzt-^^-^mxh^. -t^hib^^mma. *^ 

h-yX. ( a ) M^-ft-^^-^OiCW^^SIHHcODNAtC 

ffiM^^^T-sifs. ( b ) tmMtmt-^mt(^m-^^m 
m-t^jM. ts^x/ ( c ) m)mzm^-t^it^mi:m 
tRf -sxe. ir^tj-jjmizm^^. zcr):mii. mz^ 
WMi^mMz^^^^m&mimiatfzitx^ v-^y 

y'-t^tzMzm^^'^i^tii, „ ^mmcodHMz^^-ti>M& 

mt Lxit. mzm^mi'imifh z t ti^x^ ^ . r|g 



Mffyr^iM,(^mii:.'^(^m^isEt.fz\imzmm^hm.&m 

*?g0J<7):^ffit'J; ±iaDNAt;jg-^HK^^fliiM 

-thmtzti:^wm'^^^-rh z t tn-^ h . 

WAH, rSf«X^II«rahr?-;l^j , ^fia, 199 

^W5£Sj , ^±tl:, 1993^. Inouye, C. et al., DNA 
Cell Biol., 13, 731-742 (1994) #H|) , mUt^ T 

7 -y hTy>T"-< EMSA (electrophoretic 

mobility shift assay) one-hybrid:S=5ri: (C^ J; '9^T 

d .r t § i. o t.tz. mm'm.it f - ffl V 7° 
JV^^yyr -y -fe . BI ACORE^O^ST^X^ Vftlll^ 

[00 2 5 ] m?Mry A=~'r^-i]vd^&^m'^'h^ 
. :*^BJ<7)DNASr -b 7 r n— X^V 7 y X b' 

i5i«coie?ij ^ SDNA^fflv ^-c*g-^ Lfcsaw^i^ttj 

[00 26] EMSAffi ( 'f)Vly^ Vmb tWi'ttl. ) X 
M . 3iSitl0tS*cO23t=iI:^ U 3- 5? ^' P ^tf - K ii> l> 
g^DNA^DNAfe-^ttH^ (jl^Sffliai'JKttm?^) ^SJtS 

isaaiM*tc#*ti.i.DN^-^a®&DNAt;*s-^ 

xmmMm'k'^ob. m.^vj^m-^^^tzmkcmmmM 

[0027] ft*s*jtc{±, mtiinm^z^^tzmmm 

l^^t-?- h' Sr-^l5!t L . b - b Xa .y 95'C 
5:5>T— L , h Xn ■y ^i^m}!^^^?} 

•9, SiStMI.*-C-^^04*t;-ri. (— 3ts:MDNAi0 22|s 
^-ft) o M;itfMEGALABEL (^g) Kit ( Takarafijgtt ) 
SrfflV^T^^p^A^^j^^^^Vv, ProbeQuant (ffifl) G-50 Mi 
cro Columns (Pharmaciatt) mzX 'O^Mtl (DNACO 
WM) o RliGfi, i^JxJi" lOmM Tris-Cl (pH7.5) , ImM 
DTT. ImM EDTA, 10% Glycerol. ImM MgClj, 0.15MKC1. 
Salmon Sperm DNA (denatured) 1/jtg, iJitXSalmon Sp 
arm DNA (non-denatured) lAtgcD#ftT"C\ lOjLtgtOS 

SW^^tstmiUmilsax.. *4iT-15^KJKS-y:^. S 

rnxwizzizimm-^y^^^ ^-b txy^n t 

TV^^V^DNA (M;t{f lOpmol) ^AttS. ^-^yJ/LfcDN 

aStMx. (M-t{i*t;80000cpmffi^) , ^ h(,zmi&X20-^ 
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[0028] nmm^ y^r- 4^~b lxh. mmyu 

mx.ll AP-U AP-2, SP-K oct-li3j;tfNF-/cB^C0^-^ 

[0029] 3|s5|Hj(7)t^tti:^S{4. ^%m(7im\-fm^- 

[ 0 0 3 0 ] tfc. 3|s:%BBODNA(CiS-^-rSga«^X 

ifix:% h . mx.\t-^Wfi<mmzm-^~th Ik¥ 

[003 1 ] NTUybffi*fflVitlK\ if-W^ 

<mm\,zm-^'th^^m.ifii&^^hmmm^m%^^^ 
ht-x'^h. mm\iz\i. im'&mmtmx'mmLfzi^ 

wmwMhKmk. DNase i-rimtL, fl:si,»tti-rs^ 



[0032] one-hybridffi^fflV^|,«-^{i, M;i{J\ 3^ 

(Tif J i.n\zmm.tscL}:.\z^ ^ ut^-^-nami- 

mz^ ±fE(50cDNAhGAL4 ( P-asODNAjg'^ttlK^M 
tt-ftH^-) (JD^Stt^tH;^-^' y (GAL4 AD) (DU—YWM 
t^Oite^-tir. iti.^.<^M!-^a«^3-h'-r^ io^r 
iStt^t ^ >-(AD) 9 :7"5 U - $rffS L , :iti^mm 

c?)]y:f°-^ -mzmx-t^ o AD b ±iicdmt>^ 3 - K -r 
gawt^oys-f H-ga«:Oi'*»0H^oDNA(cfe-^-r 

mmT<nm^^m^xm\i^-thzbti^x'%h. ^<n-^m 

\,ZiiV^X\i. *|&BJ<:?)DNASr2rJb°-, 33t-. ifc<± 
TTCACgB:5>;6^2nb-. Sat-, 4>t{4^tll:Jl±-^tf J: 

[00 33] ^mmm^^axxy^x-:^ v~-y^'ifmi,z 
x*). ^mMc^DMizm-^-t^^mm^^m^^tiim 

m-t^zkt^x-^^. ^mii±. ±m^mmmiiij]m 
tfziix^ v-^y^^-umi^zx^^si^ttzimmLm 

BmmMzm-^^^mi'wmi'comiiiii i x/^immx- 

l^m.i'S&.-thZt-tfix:^h. tf^>iiO«iajtJ;0, * 

^-^mtfz^ty^^ 'j-::^yyifmzx^m&tfz\mn. 

L#SDNASS^MaS^^tf . *5gBHODNA£0lS^SiJ*S 

&i)iifiL^ti>^^ijt^x^ ')-=^y^mz^mxhh. 

[0034] * ?t±iEc7)^aj*3 j;t>'X^' 
OT. CTGATTCAC^^MS-lt7^cMHSJl;^t^i.DNA^fflV^T 

fe*»HH{4 . -^mmmkiznGmzkzm^mzm-^^t 

it-^mc^m^i^-^mx-h-yx . ( a ) Mit^i^-^tf^^^ois 

^4 2r :*:^HJ!<7)CTGATTCAC^ ^ tf DNA(Cji« $ -tt I, X?i . 
(b) M^^-fk-^!ilSr#tf|ce«^. MDNAtCfcl^TCTGATTC 
AC*>'^«* LT V^i,DNAtSS!l!S-tf . 

( c ) jM ( a ) i6i:tf ( b ) {zav^X-, -^tL^'tLcrm 

DNAi:'?-niCte-^-r-i.'ft;-^ftC0*S-^t32Sl{3'-rCTGATTCAC(?5 

S6S*1^tii^-S.i^?!)i"T-§S„ -t^xh-hTM (b) 
v^-C^mtJ^cte^j; D . ( a ) X'm.\i:>Ltzm^coij 
ifi^M.\,Z^ {m{4\ i b-^{±*^B3tfODNA{CCTGATTC 

kzmfmz'i&ikLx\ ■> s i t //^vj^^ , i fz^wmi. . 

■:^mn<mik{zc\^Km:kZim^mzl^-^^hit-^^^:^9 
^)--yy^himx-h-)X. ( a ) Mi^^t-^itii^-irt^ 

im&:*:5&BHiOCTGATTCAC^-^tfDNAt:ffiMS-ti-|.X^. 
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( c ) ( a ) t3j;tX ( b ) tCfcV^T. ^ix-llli'm 

XS, ( d ) ISCTGATTCAC;f)i^#,4 fcJi^M L T I ^ S DNA 
tM^.|.fe-^i:JtSSLT, igCTGATTCAC&-^tfDNA|.C^tt 

■cw®t;?s<s-^-ri>^b-&!^&»Kt-«.xi§. ^-^tf^ 

{fCTGATTCAC^:?;*§it/t 0 . t JttiCTGATTCACSrfttJtOia 
?l| (i5IJi.{fCaGAaTCtC; /h:S:*{i^S§-<i:f.:ffia) (Cg 

mLfcuM^b'ti^mfi^tL^. ^^^m. sis^^octgattc 

ACS:-^tf«^t{i. ^c^r?b°-a;&Jd'^^V^DNAS:fflV^§ 

zti^X'^^. :itii^cri:fjmizi.K). CTGAncACi^^fL 

x'^mmzm^-Th^t^^ J: 'onmizmm-ti, ^ t *^ 

[0035] :*»Bjco^ai:^ffi^fiJfflm{i\ *^HJtO 

dmb. z<7)DMizm^-r^9&wbcr>^^i,zm^^m^ 

Ri^-tmm.it-^^commmm^^ijmxh ^ t . 

(a) mm^t'^^^-^tsmmco^^r . iiDNAttsse 

Wt^SM^-lirSXS, ( b ) fSDNAi;iS5B«t Ofe 

-^^itai-r-g-xg. ( c ) um-^^. mmit-^co^m 
iTFiziiif^mmAbtmenbms-^btm^^ z b 

i^t£-^mizm-t^. mm^t^mco^mirf^zit 

#ftTt;fcftl.MDNAi:^®eMi:cofe-^K;k3{)>' 

0 . iSMMb^tr^affftTtcfcctsiSDNAtissawtcT) 

•t^M^^hhbmm^ii^. tfz. >ro*^aj:fers^fij 
fflttL{f . ^^mcodMbtmm^zm^^^m&'mb co^ 

^h:Hmxh'>x . ( a ) mmit^'\^^^tjmA<^^ 

T. fSDNA^:iSSa«^; ^«MS-itl.X@, ( b ) fgDNA 

bmm&Wb(ni^^im^-thTM. ( c ) ^-^^ . 

WB.'[t-'^'>^<^im^T^Zii (t S ISDNA bim&«bcr,m 

s&*^i¥fffi-r-s>xii. ( d ) m)ubmmewb<7)^^ 

[0036] _hlBc0^rft-C-fflV^J^tL^2|s:|feB3«DNAt|S 

mmt fzimmms&mxh -^x^x^k mtimmco 
m^Him^ b'mmxh t i> 1 1 » , m t tf. hdf ( hum 

an dermal fibroblast : b h&M^I^^MM) . HRE (h 
uman renal epithelial cell : fchffi^SfflflS) . HMC 



(human mesangial cell : iLhs^^y^'^J^.MM) . He 
La. FL. Chang livertfzi±mimm^b'<r)\zhmMt 

memm^nmizm^-^^^b^^x^ h . mmt^i^cTymm 
lii^mmmii.. mnm&mim^co^'mzm'ox'^jo :i b 

■¥X'^h (Dignam, J.D. et al., Nucl.Acid Res.. 11, 
1475-1489 (1983)) , ttz, Kttaj^*J?^)^^:.iOga«i^ 

^fz. in^<7)W:^)>^liSL/imRNA2:fflV^?±fa 

<ni. 0 l,z^mMcr>mM,z^M-^-thm&mco%m:^^' 'J~ 
-y^^tfv\ :^^mcomMzi^-^~t^SGm^^~v 
■Thm&^i ^ n~-y9'-th ; b fJ^X^ h , 

'?u~y^^^m. mn. Jiiim, ^tzximmmmm 
umx^^^^. ia;^^i^jtga« ^ isM-r ^ t t-x% 

mz'^wh^bffix^-h. t.fz^ if-wmmz!i^^-t 
[0037] i^m^<mmzm^^hm.wn.b \^x\t. 

M t {3'*f|HJcODNAtCCTGATTCACfi<#WtCig-&-r I) FJta«7) 
Sa«*^fflV^^>^iS» <rc7)J:o^:5a«t L-C{iAP-l>6i 

AP-1 (activator protein 1) b\t. 
»^*)<7)±S^rlK¥ia^^co 1 OT-S> D . Jun T 5 IJ -<7) 
^yvs— J;V/i;^c{i;Fos:7r S U — yv^— Sr-^tl- 
ga«^-^#:T-$)-l., Jun7 r 5 |J-^Op<>•^^'-i: tT 
{i, c-Jun. JunB. *3 JrtXJunD:^^-^* ^X-S , 4/iFos7r 
5 ';-cO;'<y>'-?-^: LTii, c-Fos, FosB, Fral, 
VFr a2*i'# ^fLh . Jun^rSU— t-':'Fos 7 r 5 U — 

- (bZiP) ^-^Ti.^ v-yi/-/yN-^:fVLTm$^x 

w^'fom'^^mm-h. ■^^^<r)-n'mzii\^xm\^h 

fthkV-Wt^ fl||S-r2.Junfe J:t/Fos7r 5 U-COS^I> 

1tS«oa-^#:<?3fFt^ftf*'?T i j; < , 4f ^<73Fos/Ju 

^,tt^AP-i{i, iifSL<{i:iiifL«)lic^AP-i, ioe^L 
<{±bhAP-l-CS)^„ 

[0038] 3p:^HH(7)DNAi:AP-lh(^l§^t 

mY/^m^'^^mmoimEy ^ imkb ap-i ^jsm ^ i± 

^Xg. doctt/ (b) KDNAi:KAP-lfc<^i^-^^1tffi-r 
^ISDNAi: iSAP-l t cO^S-^i: it^-r^ i ^ t:: J; 0 . ISS 

-^tcS.{a:-rs«i^t^lii^S!;S*iP«t-sxg. *-^tf:^r 
(t i> iSDNA t AP-i b wlg-^-l-^A ^i±#-rixii\ ISM^^ 
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J: 'omiTi^com^&mm-th t ti^mm> i. z t 

DNA t AP-l ^ JgM $ -ii- !> . ( b ) ISDNA i; flAP-l b 

M^^i^m-r-g.i?i. ( c ) im-^^. mm^ti^mco^^ 

H&^^r^iltc j: 0 JgJjic^ tLT V> S OT'S) o T i> J; < . 
[0039] ^^Bj(ci3V^TX^ y-->'^'4fc{i:^ai 

if?!), ^mtfzit-^ms-i&^^t-^. mmttiitmmmiii 

T-s, znhcommii-t^x^wMiz^tfii>. mm-it 
^•i^aiT^mmjjmizmizmmi^^K . ^ f b xnx-hirn 

T-x^ y-->'^'''-f-s«-^t3{i, mmcotmmizmuL 

fz'o. h^^Mmm\^izh'yy::^yx.i^'^3yt^^t 

[0040] mmit-^mcoi^^Tizti^fhi^ttt 

izx 'omm^mm^ivh.i^. zcn-it-^mimM^^iS: 

soDNAtci^ig^Sriffliffi-r^^ijt Lx^m-ch^. 
[004 1] tfz. ±sico^^m^mMj., ^^^mm 



v\ -wtizmB^com'9mihAcr,±mi,z^'t^ . 

iz^ *^BJC0DNA$rJf A-f"-!. l^< ^ i: l 

D , ^'^^mm-t^ i t ^-'-C-§ 1. o 3|s^0BcODNAii, ;>t 

#S>ri:*^^>. ^^HHcODNA&JfALjf?. S>-I.vi>(i:ffi 

i O^^Bfl^DNA^Wjt^^ J: 0 i^z^m^^ 

zbiz^K) Km^^y^^j^mc^mm^mmi^z^mmB 
±. mti^3^^-±fzi±^tia±mxLxj:\\ t 

fz. n^h^h COte^$IJ«fI«tC*^BB<7)DNA5!)i 
X^h. Zcr,^-^. igsfs^BgiODNAtf^OCTGATTCAC MM 

[0042] tfz^mmti. ±iB*5gHH<0DNA(0Tsrac 

m^mzmm^mMm^ixfzm^mtdMimm^ h . 

<n^mxi(^-^ LX^-^h(r>t h mmxl^^^ ixtzm 

-i^B y^h i b izi of^M-ri. zbtn-^ h . mui 

mmmm^w^v^^mm: i:-r« i.tzmm^^^mk^ 

^y-XiZj: 'Om-^^-^^ ZblzX 0*I^«.tDNA^S 

mrt^zb ii'^X' SI), r ^iga^jtcjii* § tifz J t {i . T 

tm&^bmm^ivx^^^zbimo . Tif^bit. 

HJ!c7)DNA<7)CTGATTCAC^#t^iic03' m^Mmt^ . 

So Mffl^Jt;tDNA{±. mmcoy°u^-^-i3^WJ^y 

miz^^fifzmiii^<nK^mnm-t6. j;'9*f^L< 

, *^Hjcoffl;^M^ DNA(J CTGATTCACC^5S^¥ t 

ttSr*-f-S « CTGATTCACtCfi!<:#:L fcte^vStt^*-f-S b 
{i, CTGATTCAW\ TsiltjS^SStl.J'cafe^tOlE^iStt 

tffflAJix.DNAtCfci.-i-C . CTGATTCACiOlE^iJS 7"c«i^<7)— 

m^x^t fzi±^m^^fzm^^zmmmt^^mi^zi&T 

-ttZbi^zXKl. CTGATTCACj&i|£^vgtttl^-ri. ^ b 
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t:iRS^§ix=5rV^>^)i. M^^izli, X^Thtiii. CTGATT 

m) <, CTGATTCACid?0^Sl;3b-#O=i^>H\ ^^04^ 
DNAi±CTGATTCACt3«^¥ tTtlK^vStt^fl-fli t ¥'JBf 

^mmii. mtim^mtdM^rmmizmxLx 
(HMO m(^mmizm^xmmmimis.-th . *^0H 

(7)iE¥iI»NA5:-^^^ , CTGATTCAC t-Kff L/tte^Stt^ 
^^ffi<^iiii.DNA«*^Bfltc#tn-l. , 
[0043] z<r>Xo^m^mti>mt tTti. ^Jiif 

^l!^*±iiilt^ , CTGATTCACSr^tf^f&BJ^OMV "iDNAif 

il^^T -)X\^h, aGATTCACSr-^tfSV -^DNAirfrfi: 1 rj b° 
#ALT4>J;v><, M;t{f2, 3. t/^{i4::Jt-tJLh<7)CTG 

ATTCAC^-g-tf*%BJi7)DNASr}fALT, J: 

IttifftOCTGATTCACia^iJSTWP^Ji. Mi{S'30'-200bp. ^ 
S L<{i50~150bp. J: 0^?* L<{d:80~120bp^;-r-l., 
C:cOiafc(iTATArK-y ^'X [Groudine, M. et al., Mol . 
Cell. Biol.,1. 281-288 (1981)] j;t^y4?t{±CAAT;i^' 
v^'X [Maniatis, T. et al., Science, 236, 1237-12 
45 (1987)] ;&%-iixTV^TJ:V^. *ftL<{±. ±IB* 
^HgcOffl^J^tDNAJi:. CTGATTCACiB^iJ t te^PBi^^COPBl 
t:TATA4<'y^'X^-^^2»^, j; i?*?^ L< JiTATA-i^-y 
J: tXCAAT it^^v^X Sr-^tf , 

[0 044] ifOi o^rffl;^^jti.DNA(i:, ^m.'^^ 9~ 

^Kimmmm^zm7\th ... :iti.{z^ 

^h, ^mB(^mM±mz. um (^-y-y^'-^AW) 
Tsmizmm^^^^-ti^-s^^^-t^. im-^t^^ 
BH^^DNAtt. KM (mz^^y^'^j^mm) ^rmmt l 
fz^^^ ^-corm^zmmx-^ ; i ^ 
pe*(t3!fg¥>6^vgtt'fii^^ffl;^M^DNA{±. mui. wjn 

T-^-g.. *l60HODNA^^Lfcte^^l5l*-f-SSE 



I^Cfflt (J- Sanbrook and D. W. Russell eds. , "Molecul 
ar cloning: a laboratorymanual", 3rd ed. , Cold Spr 
ing Harbor Laboratory Press, Cold Spring Harbor, N 

[0045] ^m^(r>m*m.iMm^ bs^t^^^ ^- 

X'^-^/txX, tH-J x^-^ )vx^x)^\,z^m-t^1i' 9- 
ifimf^ti^, tfz. aK!SSttU>-Ky-i^. lfll4'^S 
tty;^°y-A. X?-?-:t->yi5'y;l^V-A. pHiSgftU^K 

y - A j; ^ /t-x t^x y <a -rg a« 2: ffl^a^ 
u *.°y-A5: i;^?) y -i^y -amm. hvj ( -t y 

rJ^>f i^-f/kX) -U^y— A [T. Nakagawaet al.. Drug 
Delivery System, 11, 411 (1996)], VSV (TK^SttPl^ 
^^■iJ\^X) -U*°y-A (#ipmi-187873-t) ^rt"^^ 

^ ^ )vx<7mm^mi: l/cmm^ y 4^ y - am^ij^t 

[0 04 6] tTt, ±iai^fflAM;iDNA^fflV»T, 

Hf!c^)DNAcoSE^5^gttt^s.{^■■r«^^b-^!f^^<7)«!^* * If -r 
1. ^ t "tMmxh h . z coyrma . (a) mm-it-'^mi 

-ti-sxg. ( b ) mmtirmiii't^xm. ( c ) 

m^mx.i)Mc7mmti:mi-6ztizxK). i^te^^stt 

ttzZ n-^m Sr fflv ^T*^HB<7)DNA^o(K^^Stt 
i cox u -xy ^':^ra{i, ( a ) wmit-^'^i^tsU 

( b ) %$m^^m\^-thJM. ( c ) mM^. M 

[0047] 2|s;^BH£DDNA2rffi AL/S^?B 

<^':5'-&iHHjjatc»AL. ^%m(m\k(nTmzw^L 

fzm.iT.^^?m^^t . '^m.it^'^^^^yx^m^^ 

fc LTii:. Miff. HDF. HRE. KMC. HeLa. FL. Chang 1 

\\<iYtfz\i^A3\mm^j:)^ti^mWhixh. ^crymzio. S 

j^mmtm^^i^tit. x^ u-^-yi^i^zm^^hti^mm 
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mxL. ^<mmm!m'^m^t^mbLxhx^\ mm 

t.fzWm.i\L-'^Mzi:.^m^)y^)WM&T-tfa£. i 
[0048] -meUtcti, MiiJMMJEE^MfeRJiB^ 

fizx Ki^tmmz'iTi. sae^ ^ - K^i> itis^ 
L. ztii:m^mm^zmALxM.^m'^mytimtii^ 

X'^h. 

[0049] t.tz±M.cr,mi^^^9 y--y^''ti5V^ 
X , CTGATTCAC&:?;aS ii:fc>rtKffl;:Aai.DNASrffll, -.-r R 

tf T , ±iaCTG ATT CAC ^Offl^^ ;t DN A ^ ^ 

ISDNAtCiS V ^TCTGATTCAC/i;-"X#,t LT V^hU^ 

mx.mk^%^^^hTM. ( c ) ( a ) axxf 
(b) cO^fLmtCi^l-^T, -etL-e'tL<?)DNA<7)^Ig$r'l^ 

TICfctt^lS^tL^^tLCODNAt^^JltibK^S i J; 

S6mSriPtt-ri.Xg. ( d ) iStt«l-ft;-^!|*cOCTGATTCAC 

ffSS^]=3ra;S^^m^§X^. *^tf*atcMt-|> , t 
*%B3( ± , :*:|6BJ§i7)DNAC0l5^igtt ^ iWStt^ S -fb^f^ 

^x^' ij -~y^'^^:}5mxh'3 X. ( a ) M^ft-^^ii 

Sr#tfS«i^cO#ST. CTGATTCAC?:#tP±fSffi;2^^iDNA 



&^ii$-ti:i>xg. ( b ) mki\L-^mi^tiWm<7yn 

T. iSDNAtCii (, >T aQ,mZkZ-tfiXm±fzl±^mLX\ ^ S 
ffi^2*^JitDNA^^JlS-li--l>X^. ( c ) ( a ) iSj; 

W ( b ) (7)^iX^'#ttCi3l/->T. ^tL-e'fLWDNAcTD^ilSr 

^mL, fg^Ji*, ^K^'Kt<zi5»hwmt-^m<7^im 

C^m^^m-m-ttTM. ( d > ISS^-fb-^tOCTGATICA 

(Mmts^'j^x^m^m^-thTM. ( e ) ctgattcac#ssd 
izm.'^^mm~tuY,-^mt:mm-hJM. ^-t-tf^r^t 

M-r-?j« -r^i^-^. IS ( e ) ^Zi5\-^X. CTGATTCACj&i 

xmt. fzii^m Lx V ^ ^DNAco^tc-^ thm^b im 

LX . CTGATTCAC^-^tfDNA(?D5KltC*f LTW»t-3t V 

«T-iS?&ia*ilKfit-^^l:-^ft^»fK^-5> ^ h j; 0 . CT 
GATTCAC^MWlCte^^ Iifitt--g>^b-^!f5!)2r#^ <I A^T- 

xg ( c ) mti>iwMi\L-^m(^^^~f\,zii 

i:b (^-fbfSifc) CTGATTCAC^-#ti'DNAt#t^V^DNA 
l,zii\-^Xi^ib^:Lbt^X-%h. XS ( e ) (cfcv^T. CT 
GATTCAC ^ #tj"DNAt3i3 (t-l. ^^t;fgS>0^' . CTGATTCAC & 

4^v^DNAt:*jtt-&^'ftif§i: i 0 t>*StCi«vU -5 ^t-fk 

-&!f^&»;?t-.i> . ^coxdhzmiK^t\.fzi\L-^mx\ ctga 

TTCAC^-^tfDNAW^Il^ffiT^it -^-fb-^llii: , 

(i , *?6HI<7)DNA<7)%il5r±#§^i:^-ft:-^!ri5 b $ n 
CTGATTCAC^X#,$-ti-?'^DNAt LTJi, fiJxti'CTGATT 
CACSrX^S-lir/iDNA, 3i^V>«fl!liOia#[J (^J;t{SCaGAaT 

etc ; A-<xmmm^^fzi^m) \,zmmLfzmk^j:}£-ifi^ 

lif^tl^. fc^V^fi, ISlS:OCTGATTCAC^-^tfJt-^iC 
-^£7)3 b-l:;6>iJ'-^:ViDNA^fflW>S ^ h ^T-S . 

i D . CTGATTCACfc^f^ LTittSWtC^ffl-rS-fl:-^ 

* J; 0 ffiHtatR-f - ^^bii-X^h. 

[00 50] ^wm^9 u~:=~y^'ijmizi. <omiR^ 

UM) bLx^mx'h^. tfz. :^mmd}i 
A, $)i>^M±. 2:*)ntL<itmm^ ■ nzmm<^M 

*ffi?'J^OCTGATTCAC^-i-tj'^i'-^< b ijl'iUMcomMLfz 

isaiayij^-^t^miiDNA^-i-tf. m.^mm^m^^ 

^^^AmmbLxm.'^'^<D\m^mmL. mm-^n 
m^h <! b ifix^ itz. y'u^-^ -mmx^mm 

i m.m-ti> z b /j^x^ t . if%mc^^nmmmmz , 

WsR^ix%tit^^i>icom9-mtm\b Lxc^mm. ^xif 
^'^m'Bm^mmzii{i^Mm>.zm-th . ± tzi^mn 

{i , ^WR<^mm J; ■(f^WR<^^ 9 U — — y J; ^ 
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It. ?i'^y^'^j^m'^(^mMcommmt^h. megsinji 
ii:>^^y^'^i^mm^Mt y -th mmti:mmmm , ,^ ^ 

^'^j^mmi.^mim^<rmM.^H\^m^'t ( wooi/246 

28) . ^fz. wGsmw^s.mgmmm^^'^mmm'&M 

^y^-^j^mmmmm^mzn'^h mmh \^x^mx 
m:*^y^^j>.wmcr,mmb>i-^y^'^j>.mKc^m 

^feSrff^^giS^Sift-rSo :icr>i.d^j:^^mz\i.. fz 
btlfHrnm.. W&MW&MtW^^^. SLE(systeinic 
lupus erythematosus) Wffi. HSilBttffffi, h^\<-^\i^ 

mmm5.^--th <r t ct 0 . zixhco:<^yi^^M.m 
htnx.t:>ixh. ■t^j:h%i^%m\t. 2|s:5|BHi7)MEGSlNa 

WMizmth. %fz-^wm. ^^y^^h.m^mim 
'^-mmmomm^zfm-h , 

[00 5 1 ] i/c— ^r. b hMEGSINJiSERPINX— 

r s y -tcR-r ■!> sawrs. h^htt^h. t bMEGsiNc?) 

mcryyxMzi.h'Ammi^fz.-tii^fthhh (i^*^. 
saw ■ 1^^ • mm. 34^,949-%2 (1989) ) . -rod 
Ui. i^mmmmmw&mz^m^H-i-h^W^ 

fit^^m..o:,ms.'^mmz\m-th^mwfih^^):. 

[00 5 2] *^HHo,x^ u >-i?-^a^(c J: "iXmK 

^ titz mmiY/^mii . mz^-m^'i-^mm k ^ mm. l 
fzox.x\ muty^-^y^'02:>mmw&mmm~(r>fz^ 
c^j^ffl, mi-Lf/t.fz\ii'mWim3mLmh(r>^WL'jfh 

mmmmiz^*)mMtLxiSi^^izbti-x'^:i>. t 

rz±fS.j^xh^(t-^msi¥im.mk^^6 z t hx^ 

mmitt^t^^ii. mn^. mmt Lx~m.mizm 
\<^(:>rLi.i^i^^fzimi^tmm&^^hitx&^-ti>z 



[00 53] tfz. m.it-^'mmmzi: o 3- h 

m&i'im^no'ibh^x.hUh. ajfii. m 
mmmm. tmpimi. ws^f^ 

mniSi^. mm^^ik^-. B^^commk^^j:b'cr,ijmx' 

nozb^'^x^^. tk-^m.i±, .m^co#:fi, ^^m. mm 
^m^^m^^ b'co^i^ ^zx-^ x^m-t h , 
mmmxhtaimKm^^^&H-m^'-mi-t^ i t t^x^ 

[00 54] -t^h-h. tzbtifyi^y^'^j^mm^^ 
m^K^=^r-'}i^mm (wooi/48019) tfci^-c, Ki^m^t 
comm^m . m^^j:^^mcomximi-^ ^ t i 0 

mmt-^c^^mmmizm-t^^xo ^^is.^R^mmmizm 

-t^ . *it»(ci5(tl.M»?Ji^MWISStc»r3-v>T 
J: Offi< i t *^T'# S , 

[00 5 5] :^mm(^mMmsmii. m&^tLtzik^m 
bii^mmbi^mLx. 

^-r-l.i>;{±. ii^:#*i"}I^^f'3Ti-->S. *^Batci;S 
D3l^l;wg'-50mg. J: ®WiC{ilO/ig— lOmg (^Jx 

moug—im) b^^^bt^x^^. tfz. mtmco^ 

■^ima&^com-^co 1 m&^iSi^&cos'Mb'ti^ 
b *^TS s . $ (:,izmm^£mmtm^m-t^ bizx>o. 
is.^m^rmm-t^zbf/x^^. mtit. :^WM(^)sm 
mmiit. m'^^mmzu^-ti>zbizX'^x'mmim 

<|gS-ri.ii:*^'T'#^, 

[00 56] gPS#^ff LT. tij^iJ. 

ti-x^i>. tti. ^tii^mm(,z-:>\-^x'^mt. ^s-ft. 

Ummit. mmtmt. mmmt. Bmmimc^Amim 
-tzbt^x^i,. tfz. nfimmmis.^^^^o-)^<Dm 

wmm. 9&wfL mmmt^hKi. msMm-^zbfj-x 

bifiX^t. 
[0057] 

vmtmn ot. mmimzk ^^mmmwrnzmm-t 
^tK^-wmt^Kh (T^mmmiiz i:')xmm^ti^h<r) 
Tii^v\ :^mmm\>z^\m^ixfz^\t±x^m 
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[0058] immm i ] t hrnGsmmi^commm 

•CwyV ADNAirn-2rfT/^t#g| L . m^ismzmh^d 

(ie^iJS-^: 1) o tfz, b hMEGSIN3tg^<?5IE?l^te 

ffitCj:^MEGSIN mRNA<505'*iS<^|5l5E§rtf -o/i, lOX'^S^ 
Ji&iMl?f (GIBCOa) . 100 WJ/vL^^—i^Uy^ 100ms 

>^S:-^w-r-i. ■/ 3eS[^-< -i^'fumm ( dmem) -c-ts 

*L!^v:t h^-t?-ydr'>y>.fflfla (BioWhittakertt) *^^to 
tal RNAtrtttHL/^, T4 U if H^^r-^— tf iffl 
V\ SliDNAro-y'^f«L/S. SP-*b, fe^Mtea^O 

f-KT^-<V— (5'-AGGCTGTCCA AAGGTGCAGC-3' /IB^^'J 

S-^ : 3 ) ( +67— +8612^-^ S .1 i; TO L7t ) ^ DN 
A h (MEGALABEL : SSjS) Sr 

^fej^fSjlSryVl-riiiJ' a-y" b ^7 7 - ( Sephadex ( ffi 
G-50 : Pharraaciatt) l,zX DW^t. T-f V h~T 

[00 59] mz^ IXTE, 0.25M KCl CO^IjTFTWM 

/xg^total R.NA^60°CT-lB#rBK A^-b titft, 

S;aT-iB#^^jS:gt. T~~'Jy:7'^'^fz. DNA-RNAvn 

^ yij >y Kt;5Xfirst strand buffer O.IM DTT 

SjLil. 2.5M dNTP 8//L, d-HjO j;t^')£^K'¥^ 
(SUPERSCRIPT II (Ml) : GIBCO BRL^±) Ijul^m 

ma^:r.^y-fi-imL. dyei,zxmmLxmv-X'5j^ 

-!y^^K.-h Lfzm. *±T- 5 ^^^feS L^^tt § -ti: , h 

^:^^t^isbi'^ss.Lxt5\,^fz8iri^ u;i^r 5 b^vwiasanL 

4-\,ZX ^ 'ji-mLfz, tf^|BlB$(CMEGSIN7°n^-^'-^ 

•^tpy y adna^ |B| tr 5 j; 0 i^-^' xvxK 

JE ( ATth DNA Polymerase SequencingPRO : M^-W) ^ 
^T-:>T*t!jS:tTV^J:t«f-r^*(Cj:l9. MEGSIN mRNACOte 
^Mi^**?*5Et/i (01 ) , 
[0060] -^COIS*. t hMEGSINme^c7)|gixdry 
>-{±373bpT--$)'&>li:3&i¥iJBgL:^c, "T^rij-fe. Ik¥P34& 
;^i(JieM#^: 1C04023#B<7)T-Ca5'3f^. St^:. TATA 
;J1''yj5'X [Groudine, M. et al . , Mol. Cell. Biol., 
1, 281-288 (1981)] lE^^4^;SiO±M*5j35bpcOgp 

mz^^Lx^^-^tz, 

[0061] [^ifti^j2 ] wGsmmm-mmmm<^mmi 

m.'mmm^<nm'&<7^fz^ , megs i mm^cniMm^ 

(BamH I-Xba IBr^t ; -4021bp'-+130bp ) ^tz\i^<7)X 



-fhummmrA y<nwmuzi.^ . w^^\xTy^M,z 

9— lr-3g»:Rj£ (PCR) tiDiilStJt^ ft#cB<JicJ±± 
fl^=pI:^2542COStu IHf -^^ b , -1874<?)Sac YfA V . -145 
ItOPmaC l-tf^ b, -1052c5DKpn J-ff-f b ^ ii-CflJUr L , 
ig^ST* r 7>biybt3tT Tf E^O;b X ^ — 

\.fz . tfz. -1052bptJlT«O n >'>^ b 5 ^' b t-^v {± 

in^.orjyxb^^? h^mmizpcRmx'imLtitiK 

-834 : 5'-TAGGTACCAGGTGTAGGCAACCAACTGG-3' (1B?IJ# 

4) 

-504 : 5'-TAGGTACCGCAGTACAAAGAGAAGCCAG-3' (iB^'iJS 
^: 5) 

-240 : 5'-TAGGTACCCAGAAGAGTATGTTTTGACC-3' (iB^# 
^: 6) 

-72: 5'-TAGGTACCGATACTATTTTGAAACaGG-3' (ie?lj# 
7) 

Antisense : 5'-TAGATCGCAGATCTCGAGCCCCTAGAC-3' (E^lJ 
8) 

[00 62] ;iX^5(7)PCRMM±Kpn IjS i^f^'Bgl II ( t 
fziiXho I) f-fc:i]ift. /bv-yx^—bf^il^^^- (p 
GL3-Basic Vector : Promegalfc) ^m^-^ ^t^ffl^a^ 

fz. &±cr):mizJ:*)i^^LfzX^^mDmii. ^ix^ 
timGSim&TcT) -4021— +130, -2542— +130, -1874— 
+130, -1451— +130, -1052— +130, -834— +130, -504— 
+130, -240— +130, -72— +130-C*-I). ^tihCOZiyX 
hyi?hlt. b^yX^xi^^-H (LipofectAMIN 
E PLUS (mm) : GIBCO BRL^t) *fflV>T^«|MHJ^ 

izmmm^xLfz. 

[0063] 4^, #«^^SDNA^ffl^a>^^^'<^5' 

-^~mM(^^xb::icr,miWiE t tzuncomm^n o 

(^t^^m^Lfz (112 A) . 9-'&3TCX''mfi[t.fz 

tzmmmLtzm. is*?s^]ROi^&w*PBST-i 

LMMMm- ( Cell 1 ysis ) y s- -y 7 r -Tl§«f Stir 
v-^^-h^Wz. ffiT^co^iii, ^PSy^-^?- 

(Lumat LB9507 tube luminometer (ffiM) : Berthold 
Technologi estt ) ^ffl V^T fiffiffl® t ?t . r^V'yyxy 
x.9i-3y Lj^cpRL-CMVti; h ^^Iric^yM'^mzX 0 1^ 
^ i. i t i "9 fflM :7 X 7 - -If vStt ^^)iyfz, 

[0064] $ UMi^j 1 (cietfey)tg*b by^f 

^■■^A^EflS (BioWhittakerlt) ^mMLXnW.<r>m^^ 

'i^j-ifz (I12B) . ^cojg*, tg«bby-9-y^"^Affl 

lia*iSK-riK^f£cOyN°^'-yi;A431M^'^-r!|g¥ai4 
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-9->df>> A i: 111 \^m^umt^yhflx v-^^^t tmm l 

[0065] mz -4021'-+130<:Orjyxh7:?' bSrffl 
V\ HUVEC (ESbhP=^DRl^SWJia) s HDF (lE^b 

M,mm) . mfiZ FL (bh#MS*«tt) . HeLa 
(b h^Sl*IIMi*mtt) . A431. tiXlf Chang Liv 
er (b hHiffiS*iffl)!a*^) izhyyxyzc^ri^ayL. 

3A) . S/c. b b^*«m343l->-CtA43UcJtKB^ 

[0066] -179— +130*^^5-72— +130(5DraT-10 bpM^^ 

izm^'-^^y^hyi^hiimL. ^mmm^m\'■^xm:^ 

vStt^l^it t /^ISS. -121— +130 1 -99— +130(7jra-C-te 
^vgttcO)|StM*^"M'^iXJ"c (134) , -121 — 99cr)mc^'^ 
i—y^mmLfztZ^. AP-1, oct-K TCF-11 ^iCiS 

SEQUENCE LISTING 

<;110>; KUROKAWA, Kiyoshi 

MIYATA, Toshio 
<;120>; Transcription regulatory elements and their use 
<;130>; KRK-A0104 
<;140>; 
<;141>; 
<;160>; 13 

<;170>; Patentin Ver. 2.0 
<;210>; 1 
<;211>; 4230 
<;212>; DNA 
<;213>; Homo sapiens 
<;400>; 1 

ggatcctggt ggctcccagt ttttattctc aggttttact tttattttat atcttattta 60 
taatgattga tagaattgta aatgaaatga ccacaataag ataaactttt aatagtttcc 120 

taatcttatt agacttccca ttagcttata cttatttcat gtgttcttat atgtttcaca 180 
tacacagaac atattgtttt tttcttaaag acagaattga tacatgctat tgcaacctct 240 
gcccgtaaat taaaggcatc cttctaaggg ttcgcacggg ttggaaattt attactccaa 300 
aaatagtcag gaaactactc tgagttgaaa gggtttactt ttgtttttga taaggttata 360 
tatgggattc tctgtttctc atagaccctt atgagaacag atggactgtg atttttttaa 420 
gcagattttg tggggatatt tatgaataag tcaagatagt agccatattg tcttctgact 480 
tctaaggata agtttaaaag gai:gtagtgg gagacaagcc cagaaatgat caggaaggct 540 



xarc^Mm^^^t^-ofz (115) „ '^m&m^^tsu 

ti^iZ^ AP-1, oct-1. tfzii TCF-11 ^^X^'^tO^M 

^^^rzayxhy^^ h^imv (ei6) . ±Mbmm 
izmmm^m^'^xm'mm^mMLfzm^. 55 bp^ 

X^^'^fz rj b 5 ^ b ( -85 — mx^mmn ) X' 
lim.mSm^^^lziS:TLtz m7 tfz. oct-15 

^-^yh xnmmsmz^mt^^i^tL^s^-^coizM l , 

AP-l 5 :L~^yhXim^%c0^^^mcr)i&Tti^M.f:>tL 

fz mi) o S'^t:. p^-m^^^^-ycoW'^cn^^x 

^^^fz^yxVy^ M:oViTA431«2:Mv^?|5l« 

<r>mm'^dh. ^A-^yYhnm.>>zm5o%(r>m.'m^ 
^cr>mnfiM.i^fifz (08) « 

[0067] 

^wmzx^. ^^y^^j^^mt^zmm 
mi,z9tm Lx\-^i> MEGsi Nafg^ t7) r n ^ ta^cm. 
mmrnkifim^^fLfz. ^%m(^mm. >>-^y^-^j^ 
mimmmti:mkTmmfz}^^y^^-9 -<mm)i 
L T f ijffl^ !> ^ t ifix- %.mut.m^ ff 

EGsi mm^<7)mM.^mm-r h mm(r>x ^v--y ^iz 

[0068] 
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tcatggttca aaaaggaaaa aaaaaatcat 
tttttttttt taacttttat tttaagttca 
aaactgcatg tcggcaggga cgttgtatag 
acacttgagg ctggagggcg ggagaaggga 
cacaacacaa actttctgag tcctactttt 
aataatgtct aaagtttcct ttagcttact 
tggatatata tttactttca aggccactga 
gatttaagca tcactctgca aatggaagaa 
caaacccaac aataatttta aaggataaga 
tcatttatat ttaactttgc cactgaaact 
tttagaatat ttactttttc atgacaaata 
ttaggaggtg aaatgggacc aattactgca 
aaagtgaact ttaatttgct tctaaaatta 
tgtttgttca tgaatctcat agaactaaaa 
aatagtgatt cttcaagaat tttccattta 
gatgaaatga tgtagcacaa ataagtggaa 
gatcagagag atgataggaa gttccgctga 
ttatatcatg ttatttattg ccaagtgaaa 
gaatcagaag aaggaggagg aattatagca 
taaacaagag acatagagta actgaattcc 
gaatacatca agaagtaaaa atagacctaa 
tagaatctgc aattaagcca tggaacttgc 
tagaaaggtt agatttggta aacagagttt 
ccaacaaaaa ccatatcaag caaacaaata 
aggtttatat cttttaggat gtgcaaagaa 
aggtcatttc cattttctgg gcactacact 
attagtattc ggtcaccaaa gaattcttat 
accagagttc acagccttct ctactgacac 
tttccttaaa tccctcttca gccctgggta 
tattacagtt catgtttcct catctatatg 
attatcattg tatggcaagg gagaataatt 
tcttctcata cttatgtcac tttgggattg 
gtagtgggag ggatgtctga gttaatgtga 
ttatggatga ctcttggtaa ttccaagaag 
ttgcctttta cctattgacc atttcaccac 
gaaatagaaa ggatatggga ttcaaaatat 
gagaacaggg aatccatttg taggctcatt 
tcagaaagtt caccacaact gctaaatcaa 
acttttctct atgattattc tactcataaa 
ttcgattttg gataagttaa caggaccccc 
aaattgagag gcgagcaact gtaagatgat 
atagagaacc cagttacttg gataaatgtt 
ggaccaggct tgcagtcatt tccatgcata 
aacctcatga tgctacggcc agaaactgaa 
gatggcaaag gtgtaggcaa ccaactgggc 
tttcaaagtg caaacccact ttaacaaact 
gtggtgcaga cgtggctttc cattgccaga 
gacaagaatg aatgaacaca ccaagtttca 
agcatttaga gaagccagtt gcaataacta 
agccagagaa aattgagaaa aagagggaag 



aggcacccta 


ggaxcxaLxx 


cagct-gct-t-c 


dUU 


ggaatacatg 


xscaggT.T.xg 


TT-ST -irf^-art <f 1 

x.x.axac agg l 


DuU 




T J"""!" ^^ 4^ a c* rt 
t-- LL- L(^ L Ld^^5 


4^ a a + a a rt/ ' rt4^ 

L dd Lddgt. 5 L 






LgU L LC L Ld L 


"l""f"cfa cfaaa rta 
L Lgdgdddgd 




ctcatttgta 


aaatgggaga 


c t'tcaac't'ta 




d LC Ld LL Ld L 


/^TaTTaaTaa 

C Ld L Lad Lad 


a cfcf a a a a a a t 

dggaaddaa l 




d L L LgL, d Ld L 


L Ldd L Ldddd 


TTa a acfTcfart' 
L Ldddg Lgdg 




LdLdgg Ldgd 


cfcf4""h"H"aajacf 
gg L L L Ldddg 


C Lt^t^t^d L L Ld 




aaatagaggc 


ttgi^aggaaa 


at-tagat-aca 




SSLCddggLd 


£1 a tf T T a a T a 
ddg(^ L Ldd Ld 


aaTTTaaa cfcf 
dd L L Ldddgg 


1140 


d Lgdt^ d L LL-d 


dddt.^S Lgd Lg 


aTaaaaTaaT 
d Ldddd Ldd L 


1900 




a a c*"!" "1" cfa a a "1" 
ddg L Lgddd L 


r*"l" cf a cf cfl" p cf 
LgdggLdg 


19(^0 


cra'h "H" Cf era "H" 


"H" crh'H'a Cfa a 
L Lg L L Ldgad 


ddLL LCLL Lg 


1^90 


55 L L L ddL Ld 


cfa a a a cfcf T a cf 

gdddagg Lag 


*^ a/"'T cfa T a a r» 

C dC Lgd LddC 




L Ld L Ld Lg L L 


ggLXggggCC 


a/^cta/^a a/"« rt"!" 
dLgdCddCg L 


1/1 AO 


accaacaagg 


cctcctgcag 


•l-4-rtrtaa"H-/^'|- 

LLggaaLLCt. 


1 ROO 


L LsCd L LCdL 


LLdaa LgCa L 


a artrtay^aaia 

adggaCdd Ld 


1 ^ftCk 


gcTygc gaijTja 


T 4" *T" CST '^1 

XLCaXgLCdd 


a a c"f 1 a a a a rta 

aagtaaaagd 


iuZU 


a a a a cf a cf a a cf 

ddddgdgddg 


^ cf ^ cf d CfT a a :3 

dgdggg Ldda 


Ld L L LdCd Lg 


iDoL' 


+ ++ df c*f 

LLLgLgtCCt. 


gcccacagta 


aaacgacaaa 


17v10 


C at gC ddlyCa 


/"'T TadaaTOa 

CX-XiagadT/gd 


aTT/^a»^aT cfa 

dX^TyCdCaXgd 


IftOO 


i^d<^ LdLddgd 


L L L LC L Ll^da 


d Ldgd Ldgd L 


ioDV 


d Ld Lddddd L 


TT /^a aTCfT/"»T 

L L-Cad Lg LC L 


ggaa LLLgga 


1Q90 


ddaCdC dad L 


rta rf^aT/^a rf/^T 

gdCa LCdgC L 


T f^x^ a cfcf rta aT 

LccagggaaL 




tatccctaat 


ttggaac att- 


aag"t at. tc cc 


ZU4U 


ddd LC LdgL d 


. L LdH -cl 


L gt . ( , t. L I . g LL 


91 00 


d LC LLCdgCC 


LddC LdCdga 


gL LL Ld Lg Ld 


91 fiCi 


CfT Cf T a a T 

CLCgLgT^ai^ 


1 rt a aTTa a 

CC Lgaal^Lda 


T o/"fc/"fcT a rti a rt 

tcccxagxag 


9990 


dSIvgdggaCa 


ag ag a c a gx a 


a a a T rtT a rt rtT 

a aa i. gx- ag g l 


99 QO 


catgaactgg 


caaggccaa't 


ggdaaLLLgg 


9^40 


aatgtaacac 


gccagtccac 


atgactgctt 


Z4UU 


gLLddLLgLd 


aaT/^aa/^TcfT 

ad LCaaC Lg L 


T Cf a a a *^ a a 

LgcaadLaLd 


94f^0 
<i4DU 


a. ^ci CI ^ a. clcL a, L 


aa"hcfcf"hcfa cf"f 
dd Lgg Lgdg L 


a cfa cf/^r»TT aa 
dgdgLL LLdd 


9^90 


d LLdLCCdgL 


a"!" cf"l" c*"l" cf"l"r*a 
d Lg Lg Lg LCd 


CfT <J Cf Cf T r> 

LgLgggLLLL 


9RA0 


T T tS a a a cfT a r» 
L LgdddgLdL- 


LLLa LaLCv, L 


*^ a CfT a cf CfT a a 
Ldg LdggLdd 


9f^40 

ZD4U 


tcagcctatg 


aacactgcaa 


1 1 a g aa ta t g 


9700 


L L L L L L LLd L 


d L Lddt_.ddt_.d 


af^/"'TTr>Td^d^T 

dLL L LL LLL L 


Z 1 UL* 


dd L Lddd L L L 


^-dgggd L L L L 


/^TCf/^aar'TTT 
L LgLddL LLL 


9A90 
ZoZU 


caatcatgga 


ggtgagcaat 


aactactt-ta 


9QQO 
Zc5f5U 


L VA^ L LL, L L^g 


oa a a oat? or* :^ 
gdddgdggt^d, 


aaaTTCfr'a/^a 
ddd L LgLdLd 


9QiO 


ggtaccttct 


aattccaata 


gct-t-t-ttaca 


^000 


nr Ct/^ T iT T #^ TT 

ggCLgLaCLI. 


LLgaaaacac 


tcaggcagaa 


^OAO 


r\ cf cf T cfa a cf 
gt-dgg Lgadg 


CfT a cf CfT cf /^a a 
gL-dgg LgCad 


*^ a T a /^a cf/^ i 
LdLdLdgL LL 


^1 90 


atgtgttttt 


gcccctgtgt 


ggcatgttct 


^1 OA 


ccaacctacc 


tttccctaca 


cctggtcact 


3240 


ctagcctgta 


ttataggagg 


aaggatctgg 


3300 


tcagaagggt 


ggaggagagg 


ctggcaggat. 


3360 


gctcctatct 


gaagctgctc 


agttcaggta 


3420 


acagggcaaa 


tgtttctctg 


gaaaattcca 


3480 


gatggaaagc 


agtacaaaga 


gaagccagct 


3540 
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caaaaggtta gaggtccaga tgaaaatctg agattggaga atgataaaaa acattgtgtg 3600 
agattctatt ttaggtcatt atgctaggga aatttacaca ggatagggtt gaaagaaatt 3660 
aggctataag atgagtggca agttgcaata aaatggcacc ctaaactcac caagtcactg 3720 
ttgtcactgc tatcttgcct tagttgattt gatgtctagt tagtctattt gtgtgtttct 3780 
cacagaagag tatgttttga cccaggctga cagatactgt tgattctgaa atttgttttt 3840 
atggttatgt taaaaccatt gtcattataa gaaacagaga tgggaatatt gcctcctgaa 3900 
atctgattca catacaaact gaatgaacta cataacaacc accttagtca gatactattt 3960 
tgaaacctgg ttcaaaacct aaatgcttat aagattcttg agagacagtg ctgtgctctg 4020 
agtcataggg aagccatccc agaagccagg tctactcatc aataagcagc tgcctgtgca 4080 
gagtgcaggc tgcacctttg gacagccttt aaaactgaat tctcagaatt ttagaacaaa 4140 
tttttgtcta gaaatgctga ctttggttca ttaggtagtg gtaaaacagg ctcccttcga 4200 
agctctcctt catcaccttc ctaagtgcat 4230 
<;210>; 2 
<;211>; 9 
<;212>; DNA 
<;213>; Homo sapiens 
<;400>; 2 

ctgattcac 9 
<;210>; 3 
<;211>; 20 
<;212>; DNA 

<;213>; Artificial Sequence 
<;220>; 

<;223>; Description of Artificial Sequence: artificially 
sy nthes i zed sequence 

<;400>; 3 

aggctgtcca aaggtgcagc 20 
<;210>; 4 
<;211>; 28 
<;212>; DNA 

<;213>; Artificial Sequence 
<;220>; 

<;223>; Description of Artificial Sequence: artificially 

synthesized sequence 
<;400>; 4 

taggtaccag gtgtaggcaa ccaactgg 28 
<;210>; 5 
<;211>; 28 
<;212>; DNA 

<;213>; Artificial Sequence 
<;220>: 

<;223>; Description of Artificial Sequence: artificially 
synthesized sequence 

<;400>; 5 

taggtaccgc agtacaaaga gaagccag 28 

<;210>; 6 
<;211>; 28 
<;212>; DNA 

<;213>; Artificial Sequence 
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<;220>; 

<;223>; Description of Artificial Sequence: artificially 
synthesized sequence 

<;400>; 6 

taggtaccca gaagagtatg ttttgacc 28 
<;210>; 7 
<;211>; 28 
<;212>; DNA 

<;213>; Artificial Sequence 
<;220>; 

<;223>; Description of Artificial Sequence: artificially 

synthesized sequence 
<;400>; 7 

taggtaccga tactattttg aaacctgg 28 
<;210>; 8 
<;211>; 27 
<;212>; DNA 

<;213>; Artificial Sequence 

<;220>; 

<;223>; Description of Artificial Sequence: artificially 
synthesized sequence 

<;400>; 8 

tagatcgcag atctcgagcc cctagac 27 
<;210>; 9 

<;211>; 27 
<;212>; DNA 

<;213>; Artificial Sequence 
<;220>; 

<;223>; Description of Artificial Sequence: artificially 

synthesized sequence 
<;400>; 9 

tcagaatctc atacaaactg aatgaac 27 
<;210>; 10 
<;211>; 27 
<;212>; DNA 

<;213>; Artificial Sequence 

<;220>; 

<;223>; Description of Artificial Sequence: artificially 

synthesized sequence 
<;400>; 10 

tctgattcac gcacaaactg aatgaac 27 
<;210>; 11 
<;211>; 27 

<;212>; DNA 

<;213>; Artificial Sequence 
<;220>; 

<;223>; Description of Artificial Sequence: artificially 

synthesized sequence 
<;400>; 11 

tctgattcac atacaaactg aagacac 27 
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<;210>; 12 
<;211>; 27 
<;212>; DNA 
<;213>; Homo sapiens 
<;400>; 12 

tctgattcac atacaaactg aatgaac 
<;210>; 13 
<;211>; 18 
<;212>; DNA 

<;213>; Artificial Sequence 

<;220>; 

<;223>; Description of Artificial 

synthesized sequence 
<;400>; 13 
tatacaaact gaatgaac 

m2 ] A43i« (A) it/^t h:^^y^^Mm (H 
MC) (B) ^zi3i:f6mGsmTu^-i^-mmcoX^^m 

[03 ] #«iE^t b i^itmm) mm (a) }5Xv^^ 

h^msmM (B) iztslf^ -4021 — 130 i7)r?>'Xh^ 
[114 ] MEGSINTa^-:5?-MJ^4(7):;^;^^^M#:<:7)te^vS 
[01 ] 



Sequence: artificially 



18 

[115 ] MEGSINTn^— I?'— <?)-12l3&»^>-99<7)fiJ^t;a 

-riaT-S!)So HftJcoie^jfi. m^m^: 103761—4230 

(Cffi ^t-|> » -85—1 39^*ffi^!f5!)c?D^^ffl« i EItk t 
AP-l. oct-l, i3j;OTCF-ll£OlS-^iSM2r^ 

[08] AP-i^-^ia^j£7)^^^a#:£ote^i^tt^^-rH 



[113] 



T G C H 



H 



B 
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[132] 



[04] 



A : A431 




■240 



-4000 



^000 -2000 -1000 

x^is,m»(OM^ (bp) 



100 
V 70 
40 
10 

o 



il I f ! I ! 



si s 



B : HMC 



SI 

m 8 



I 

H 



6 



=^ 2 




[07] 



-4000 -3000 -2000 -1000 
X^lLm#<l>&^ (bp) 



[125] 



OGT-l 



CTCCTGAAA T CTBATTCACAT AC AAACTBAATBAAC TjSiCATAACAAC 
-122 AP-1 TCF-11 



I 

H 

^ 



7B 



£0 



30 



ze 



IB 



1 

I 



O -H 



I 



^ I I 



[128] 




pGL3-b -240-b AP-^X^W^mi!^ 



TCTBCTTCA CATACAAMT eAATQAAC CiE^J»-i»: 1 2) 
AP-1^ifeiEJi*k ^ ATAOAAACT fiAATBAAC CiE^IJ*^: 1 3) 
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[06] 



TAfiTCTATTT GTGTffnTCT CifcAeAAGAe TATfiTTTTRA (Aaccrtca CAGATACTST TGAnCTBAA AIllGirm 
-240bp L X^W^L 

AT8GTTATQT TAAAAOCATT GTCATTATAA fiAMCAGAfiA TSffiAATATT GC^CTGAA ATCT6ATTCA CA^CAAACT 

f -Ufl -139 -lS -119 -109 

AACaAc ACCHAfiTCA baVactattt tbaaacctbh nCAAAACCT AAATGCHAT AAGATTCTTB 



OAATeAACTA CATJ 



99 

AfiAGACAfiTlS CrGTeCTCTQ AGTCATAGfiG AAQCCATCCC AGAAGCCAGQ TC7ACTCATC AATAAQCAfiC TGCCTSTSCA 
GAGTGCAfiGC TGCACCTTTG GACAGCCnT AAAACTGAAT TCTCAfiAAn TTA6AACAAA TTTTTGTCTA GAAATBCTOA 
CTTTBGnCA HAfiGTAfiTB GTAAAACAGG CTCCCHCGA AGCTCTCCTT CATCACCTTC CTAAGTGCAT 

AP-1Jnut TCafiAaTCt CATACAAACT GAATQAAC imm^^iS) 
oet-lmut TCTGATTCA CgcACAAACT GAATGAAC CK^J»#:10) 
TCF-llMut TCTfiATTCA CATACAAACT GAAgacAC CE^J»*:11) 



(51) Int. CI. 7 

C 1 2 Q 1/68 
G 0 1 N 33/15 
33/50 



F I 

G 0 1 N 33/15 
33/50 

CI 2 N 15/00 



Z 
Z 

ZNAA 



WSJl|»#»lgW^^2T@16-25 x^^ 

•fe;i^##Si02-^ 



F^^-j^(##) 2G045 AA25 M40 BB03 BB20 CBOl 
CB21 DA12 DA13 DA36 DA77 
FB02 FB04 FB07 

4B024 AAOl AAll BA80 CAOl GA27 
GA30 HA17 

4B063 QA05 QA18 QA20 I3Q48 QQ91 
QR32 QR90 QS15 Q334 aS40 
QXOl 

4C084 AA13 AA17 MAOl NA13 NA14 
ZA812 ZB212 



